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REMARKS 

Claims 1-10 and 13-21 are pending and have been amended. 
FORMAL DRAWINGS 

The Office Action stated, "The drawing(s) filed on 15 January 2004 is/are: objected to by 
the Examiner." (Office Action, page 1, box 10). Contrary to the assertion of the Office 
Action, applicants did not submit drawings on January 15, 2004 in connection with the 
subject application. Nevertheless, applicants submit herewith two sheets of formal 
drawings for Figures 1 and 2. The formal drawings submitted herewith do not raise an 
issue of new matter. 

RESTRICTION REQUIREMENT/ ELECTION OF SPECIES 

The Office has required restriction between the following allegedly distinct inventions: 
I Compounds in which A is phenyl or cycloalkyl (claims 1-21, in part). 
II. Compounds in which A is a heterocycle (claims 1-21, in part). 

During a telephone conference on March 23, 2004 the undersigned elected Group I 
without traverse. Applicants hereby confirm the election of Group I. 

The Office Action further requires applicants to elect a single disclosed species for 
prosecution on the merits to which the claims shall be restricted if no generic claim is 
finally held to be allowable. In response, applicants elect the species of claim 14, namely 
4-(3-(2,6-Dimethylbenzyloxy)phenyl)-4-oxo-2-butenoic acid. Claims 9 and 14 read on 
the elected species. 
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The claims, as amended, are directed to the subject matter of Group I. The nonelected 
subject matter is being pursued in a divisional of the subject application, U.S. Application 
No. 10/892,950, filed July 16, 2004. 

IDS ENTITLED TO CONSIDERATION 

On May 28, 2004, after the date of the Office Action, applicants submitted a 
Supplemental Information Disclosure Statement (IDS) to make of record an International 
Search Report issued in connection with the PCT International Application corresponding 
to the subject application. The May 28, 2004 Supplemental IDS contained the Statement 
specified in 37 CFR 1.97(e)(1). Accordingly the Supplemental IDS is entitled to 
consideration. Applicants respectfully request an initialed copy of the Form PTO-1449 
submitted therewith. 

DOUBLE PATENTING REJECTION IS IMPROPER 

Claim 19 has been provisionally rejected for alleged obviousness-type double patenting 
over claims 1-10 of copending Application No. 10/684,644 (the '644 application). The 
rejection is respectfully traversed. 

Minimizing the differences between the compounds the rejection stated, "The compounds 
of instant application differ by having additional meanings for A, X components (where 
applicable)." (Office Action, paragraph 11). But those are not the only differences. In 
the '644 application the amino group is separated from the central phenyl ring by 
-CH2CH2O- or -CH2O-. In contrast, in claim 19 of the subject application the amino 
group is separated from the central phenyl ring by -C(O)-. Accordingly, claims 1-10 of 
the '644 application and claim 19 of the subject application do not overlap. 

Moreover, a double patenting rejection over the '644 application is contrary to law 
because "[a] patent issuing ... on an application filed as a result of ... a requirement [for 
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restriction under 35 U.S.C. §121], shall not be used as a reference ... in the Patent and 
Trademark Office . . . against a divisional application. . . " 35 U.S.C. §121, third 
sentence. The subject application and the '644 application are both divisional of their 
common parent, Application No. 10/167,839. The divisional applications were filed on 
October 14, 2003 in response to a restriction requirement, dated September 30, 2003, in 
the parent application and are consonant with that restriction requirement. Referring to 
the restriction requirement in the parent application, the subject matter of Group II is 
being pursued in the '644 application and the subject matter of Group VII is being 
pursued in the subject application. Accordingly, rejection for obviousness-type double 
patenting between the '644 application and the subject application is prohibited by 35 
U.S.C. §121. See MPEP 804.01, 8 th ed., Rev. Feb. 2003. 

In view of the foregoing, applicants respectfully submit that the provisional obviousness- 
type rejection is improper and should be withdrawn. 

CLAIMS ARE NOT INDEFINITE 

The claims have been rejected under 35 U.S.C. §112, second paragraph. This rejection is 
respectfully traversed. The Office Action presents two grounds for the rejection, each of 
which is addressed below. 

The first ground of rejection related to the recitation of "A biologically active agent" in 
the preambles of the independent claims. Although applicants disagree with the basis of 
the rejection, in order to advance prosecution the preambles of the independent claims 
have been amended to recite a "compound" as recommended in the April 8, 2004 Office 
Action. The dependent claims have been amended to conform to the amendment of the 
claims from which they depend. 

Support for the claims as amended may be found, inter alia, in the claims as originally 
filed. Applicants maintain that the amendment does not introduce new matter. The 
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original preamble did not limit the claims. It neither recited essential structure or steps, 
nor was it necessary to give life, meaning and vitality to the claim, nor did applicants rely 
on the preamble to distinguish the claimed invention from the prior art. Catalina Mktg. 
IntlL Inc. v. Coolsavings.com, Inc. , 289 F.3d 801, 808 (Fed. Cir. 2002). 

The second ground of rejection is based on the recitation in claims 4, 1 1 and 19 of 
hydrogen as a possible value of R 3 , R 2 and R 9 . As depicted in the claims, these variables 
represent substituents on phenyl rings. The rejection mistakenly asserts that having these 
variables be hydrogen would result in a ring carbon having a degree of hydrogenation 
that is incompatible with the aromatic character of the phenyl ring of which it is a part. 
Thus the rejection stated, "The claims read onto phenyl ring as a partially hydrogenated 
molecule also, for which the main independent claims remain silent. Phenyl group as 
presented is never partially hydrogenated ring." (Office Action, paragraph 13). 

Contrary to the assumption of the rejection, the rings to which these variables are bound 
are never hydrogenated and never lose their aromatic character. Taking claim 4 and R 3 as 
an example, when R 3 is halo the Office understood and accepted that one of the ring 
hydrogens is replaced by halo and the Office does not assume that any ring carbon is 
simultaneously bonded to halo and hydrogen. Similarly, when R 3 is hydrogen a ring 
carbon is not simultaneously bonded to two hydrogens. Rather, saying that R 3 is 
hydrogen is another way of saying that the ring hydrogens are not replaced by halo (other 
than the fluoro that is otherwise depicted in Formula IIA). By way of illustration, 




wherein R3 is hydrogen 
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is equivalent to: 




The same principle applies to claim 19. 

In view of the amendment and the preceding remarks applicants respectfully maintain 
that the rejection under Section 112, second paragraph, is improper and should be 
withdrawn. 

INVENTION IS NOVEL OVER WO 99/62520 

Claims 9-14 have been rejected under 35 U.S.C. § 102(b) as allegedly being anticipated 
by WO 99/62520, Chemical Abstract DN 132:22755 (Young, et al.). This rejection is 
respectfully traversed. 

Claims 9-10 have been amended and 11-12 have been canceled. Claims 13-14 have been 
amended to be in independent form. Referring to the variables used in claims 9-10, in all 
of the Young compounds cited by the rejection A is phenyl or substituted phenyl, in 
contrast to claims 9-10 in which A is cycloalkyl or substituted cycloalkyl. Of the Young 
compounds cited by the rejection, in none of them is the external phenyl ring substituted 
by two fluoro groups as in claim 13 or by two methyl groups as in claim 14. 
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INVENTION IS NOVEL OVER KAMEO 

Claim 9 has been rejected under 35 U.S.C. § 102(b) as allegedly being anticipated by 
Kameo, et al. (Chemical Abstract DN 1 1 1: 108486). The rejection is based on the 
compounds having Chemical Abstracts Registry No. 122399-90-9 and 122399-91-1. 
This rejection is respectfully traversed. Referring to the variables used in claim 9, the 
Kameo compound cited by the rejection A is phenyl or substituted phenyl, in contrast to 
claim 9 in which A is cycloalkyl or substituted cycloalkyl. 

INVENTION IS NOVEL OVER CARLO 

Claims 17 and 18 have been rejected under 35 U.S.C. § 102(b) as allegedly being 
anticipated by BE 667498, Chemical Abstract DN 65:20620 (Carlo Erba S.p.A). This 
rejection is respectfully traversed. 

Claim 17 has been amended. In the Carlo compound cited by the rejection the external 
phenyl ring is unsubstituted, unlike the compounds of claims 17 and 18 in which the 
phenyl ring is substituted. 

INVENTION IS NOVEL OVER WO 98/03505 

Claims 17 and 18 have been rejected under 35 U.S.C. § 102(b) as allegedly being 
anticipated by WO 98/03505, Chemical Abstract DN 128:154084 (Momose, et al.). This 
rejection is respectfully traversed. 

Claim 17 has been amended. In the Momose compound cited by the rejection the 
external phenyl ring is unsubstituted, unlike the compounds of claims 17 and 18 in which 
the phenyl ring is substituted. 
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INVENTION IS NONOBVIOUS OVER SATO 

Claims 1-8 have been rejected under 35 U.S.C. §103 as allegedly being unpatentable over 
Sato et al. (JP05230009, Chemical Abstract DN 120:134060). This rejection is 
respectfully traversed. 

The rejection acknowledged that "Sato differs from the instant compounds by having a 
different substituent onto the phenyl ring and [an] acetic acid bridge instead of instant 
propionic acid onto Sulfur atom. I.e. -S-CH[2]-CH2-COOH." (Office Action, paragraph 
23). 

The rejection alleges that "it would have been obvious ... to prepare instant compounds 
by modifying or replacing hydrogen atom(s) of benzene ring -CH- by fluorine to prepare 
the mono 2-Fluoro or 2,6-difluorocompound of a benzene derivative and simultaneously 
extend acetic acid bridge to proprionic acid . . . ." (Office Action, paragraph 24). Even 
assuming, for the sake of argument, that it would have been obvious to change one or 
more of the benzene ring hydrogens of the reference comopund to fluoro as asserted in 
the rejection, such changes would not yield the claimed compounds. The compound 
resulting from such allegedly obvious changes would still have an aminoiminomethyl 
substituent on the terminal phenyl ring. Such allegedly obvious compounds do not read 
on the pending claims. Accordingly, the rejection is wrong in alleging that such changes 
are a way "to prepare instant compounds." (Office Action, paragraph 24). The rejection 
has not presented any reasoning for finding the claimed invention obvious. 

To arrive at a compound that reads on some of the pending claims one would have to, 
among other things, change the aminoiminomethyl group. Yet the rejection has not even 
alleged that such a change would have been obvious, and certainly has not presented any 
reasoning that would justify considering such a change to be obvious. The "obvious to 
try" approach attempted by the Office Action in support of a different obviousness 
allegation fails here as well and for the same reasons. 
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In explaining the reasoning behind a different allegedly obvious change the rejection 
utilized an improper "obvious to try" approach. The rejection stated that "it would have 
been obvious to . . . try out the use/utility as a pharmaceutical .... The motivation stems 
from the expectation of making compounds having equal or better 
pharmaceutical/biological" activity. (Office Action, paragraph 24) (underlining added). 
This "obvious to try" approach is an insufficient basis for an obviousness rejection. A 
general motivation to search for a compound having desirable properties does not render 
obvious the specific compound that is ultimately obtained. In re Deuel 51 F.3d 1552, 

1558, 34 USPQ2d 1210, (Fed. Cir. 1995) ("A general motivation to search for some 

gene that exists does not necessarily make obvious a specifically-defined gene that is 
subsequently obtained as a result of that search.") 

In addition to the foregoing errors, the rejection minimizes the differences between claim 
2 and the reference compound. The rejection stated that the reference compound "differs 
from the instant compounds by having a different substituent onto the phenyl ring and 
[an] acetic acid bridge instead of instant propionic acid onto Sulfur atom. I.e. -S-CH[2]- 
CH2-COOH." (Office Action, paragraph 23). But that is not the only difference. The 
compound of claim 2 has a cyloalkyl group rather than terminal phenyl group as in the 
reference compound. No reasoning based in the prior art or the knowledge available to 
those of ordinary skill in the art has been given to explain why it would have allegedly 
been obvious to substitute cycloalkyl or substituted cycloalkyl for 
aminoiminomethylphenyl. 

The claimed compounds can have an propionic acid group bonded to the sulfur rather 
than an acetic acid group as in the reference compound. The rejection asserts that 
"[analogous alkyl . . . bridge(s) variations would be structurally obvious." (Office 
Action, paragraph 25) (citations omitted). That might be enough to establish prima facie 
obviousness if the differing alkyl bridge lengths were the only difference between the 
claims and the reference compound. But that is not the only difference. In the claimed 
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compounds the benzene ring is not substituted by aminoiminomethyl as in the reference 
compound. To arrive at the claimed compounds one would have to simultaneously 
change the aminoiminomethyl substituent and change the acetic acid group to a propionic 
acid group. The rejection has pointed to no suggestion or motivation based in the prior 
art or the knowledge available to those of ordinary skill in the art to make such 
simultaneous modifications. Accordingly, the claimed compounds as a whole would not 
have been prima facie obvious over the reference compound. 

In view of the foregoing, applicants respectfully submit that the rejection over Sato is 
improper and should be withdrawn. 

INVENTION IS NONOBVIOUS OVER KAMEO 

Claims 9-14 have been rejected under 35 U.S.C. §103 as allegedly being unpatentable 
over Kameo, et al. (Chemical Abstract DN 1 1 1:108486). The rejection is based on one 
compound having Chemical Abstracts Registry No. 122399-93-3 and on a second 
compound designated Formula I and having the formula PhS-Ph-COCH2CH(Sac)C02H, 
in which the two substituents on the central phenyl ring are para to each other. This 
rejection is respectfully traversed. 

The rejection mischaracterizes the reference compound. The rejection relies, in part, on 
the compound having Chemical Abstracts Registry No. 122399-93-3, which it 
characterizes as follows: "Kameo teaches making of compound with core(s): 
Heterocycle -CH2-0-Phenyl-CO-CH = CH-COOH (see compound with CAS RN # 
122399-93-3). . . . Kameo differs from the instant compounds by having a Pyridine ring 
instead of the phenyl ring." (Office Action, paragraphs 27-28) (internal quotation marks 
deleted). However the relied-upon compound does not have a pyridine ring or any other 
heterocyclic ring. 
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The rejection mischaracterizes the claimed compounds as well. The rejection states, 
"Kameo also teaches the making of Kameo also teaches making of acet[]ylthio-3- 
benzoylpropion[i]c acid derivatives I.e. Phenyl-CO-CH2CH-SAC-COOH instead of 
instant Phenyl-CO-CH2-S-CH2-CH2-COOH." (Office Action, paragraph 28). Contrary 
to the rejection, the compounds of claims 9-14 do not contain the moiety "Phenyl-CO- 
CH2-S-CH2-CH2-COOH." 

Having thus mischaracterized the claimed invention, the rejection proceeds to assert the 
alleged obviousness of changes that, even if true, are irrelevant to the subject matter of 
claims 9-10 and 13-14. The rejection alleges that "it would have been obvious ... to 
prepare instant compounds by modifying or replacing hydrogen atom(s) of -CH2- by 
NH2 and extend the alkylene bridge to prepare the -CO-CH2-S-CH2-CH2-COOH or - 
CO-CH2-S-CH2-CH(NH2)-CH2-COOH bridge to propionic acid . . . ." (Office Action, 
paragraph 29). Contrary to the rejection, the compounds of claims 9-10 and 13-14 do not 
contain the moieties -CO-CH2-S-CH2-CH2-COOH or -CO-CH2-S-CH2-CH(NH2)- 
CH2-COOH. Thus the allegedly obvious compounds do not read on the pending claims. 
Accordingly, the rejection is wrong in alleging that such changes are a way "to prepare 
instant compounds." (Office Action, paragraph 29). The rejection has not presented any 
reasoning for finding the claimed invention obvious. 

To arrive at a compound that reads on some of the pending claims (claims 9-10), one 
would have to change chlorophenyl in the reference compound to cycloalkyl. To arrive 
at the compound of claim 13 one would have to change chlorophenyl to 2,6- 
didifluorophenyl and add a hydroxyl group at the 2-position of the butenoate moiety. To 
arrive at the compound of claim 14 one would have to change chlorophenyl to 2,6- 
dimethylphenyl. Yet the rejection has not even alleged that such changes would have 
been obvious, and certainly has not presented any reasoning that would justify 
considering such a change to be obvious. The "obvious to try" approach attempted by the 
Office Action in support of a different obviousness allegation fails here as well and for 
the same reasons. 
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In explaining the reasoning behind a different allegedly obvious change the rejection 
utilized an improper "obvious to try" approach. The rejection stated that "it would have 
been obvious to . . . try out the use/utility as a pharmaceutical .... The motivation stems 
from the expectation of making compounds having equal or better 
pharmaceutical/biological" activity. (Office Action, paragraph 29) (underlining added). 
This "obvious to try" approach is an insufficient basis for an obviousness rejection. A 
general motivation to search for a compound having desirable properties does not render 
obvious the specific compound that is ultimately obtained. In re Deuel , 51 F.3d 1552, 

1558, 34 USPQ2d 1210, (Fed. Cir. 1995) ("A general motivation to search for some 

gene that exists does not necessarily make obvious a specifically-defined gene that is 
subsequently obtained as a result of that search.") 

In view of the foregoing, applicants respectfully submit that the rejection over Kameo is 
improper and should be withdrawn. 

INVENTION IS NONOBVIOUS OVER FRANKE 

Claims 9-14 have been rejected under 35 U.S.C. §103 as allegedly being unpatentable 
over Franke et al., Chemical Abstract DN 82:124990, also cited as Helvetica Chimica 
Acta, 58/1,278-83(1975)). This rejection is respectfully traversed. 

The rejection acknowledged that "Franke differs from the instant compounds by having a 
Me group as substituent onto instant CH bridge I.e.- CH = C (ME)- instead of -CH = 
CH- ." (Office Action, paragraph 32). 

The rejection alleges that "it would have been obvious ... to prepare instant compounds 
by modifying or replacing Methyl group by hydrogen atom(s) onto -CH = C (ME)- to 
make the unsubstituted alkylene bridge to prepare the -CH = CH-CH2-COOH bridge (H 
vs. Me substitution) as claimed herein. . . ." (Office Action, paragraph 33). Even 
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assuming, for the sake of argument, that it would have been obvious to change one of the 
methyl groups to hydrogen as asserted in the rejection, such changes would not yield the 
claimed compounds. Such allegedly obvious compounds would not read on the pending 
claims. They would lack the 4-oxo-substitution of the claimed compounds and further 
would be 3-butenoic acid compounds rather than 2-butenoic acid compounds as claimed. 
Moreover they would have a cyclohexyl ring rather than the phenyl ring of claims 13-14. 
Accordingly, the rejection is wrong in alleging that such changes are a way "to prepare 
instant compounds." (Office Action, paragraph 33). The rejection has not presented any 
reasoning for finding the claimed invention obvious. 

In explaining the reasoning behind this obvious change the rejection utilized an improper 
"obvious to try" approach. The rejection stated that "it would have been obvious to . . . 
try out the use/utility as a pharmaceutical .... The motivation stems from the expectation 
of making compounds having equal or better pharmaceutical/biological" activity. (Office 
Action, paragraph 29) (underlining added). This "obvious to try" approach is an 
insufficient basis for an obviousness rejection. A general motivation to search for a 
compound having desirable properties does not render obvious the specific compound 

that is ultimately obtained. In re Deuel 51 F.3d 1552, 1558, 34 USPQ2d 1210, 

(Fed. Cir. 1995) ("A general motivation to search for some gene that exists does not 
necessarily make obvious a specifically-defined gene that is subsequently obtained as a 
result of that search.") 

In addition to the foregoing errors, the rejection minimizes the differences between the 
claims and the reference compounds. The rejection stated that the reference compounds 
"differ[] from the instant invention by having a Me group as substituent onto instant CH 
bridge I.e.- CH = C (ME)- instead of -CH = CH- ." (Office Action, paragraph 32). But 
that is not the only difference. The compounds of claim 9-10 have a double bond 
between the second and third carbon atoms of the butenoic acid group rather than 
between the third and fourth carbon atoms as in the reference compounds. The 
compounds of claims 9-10 are oxo-substituted at the fourth carbon atom of the butenoic 
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acid group. The compounds of claims 13-14 have a 2,6-disubstituted phenyl ring rather 
than the cyclohexyl ring as in the reference compounds. No reasoning based in the prior 
art or the knowledge available to those of ordinary skill in the art has been given to 
explain why it would have allegedly been obvious to make such substitutions, and in fact 
the rejection has not even alleged that they would have been obvious. 

In view of the foregoing, applicants respectfully submit that the rejection over Franke is 
improper and should be withdrawn. 

INVENTION IS NONOB VIOUS OVER TA JIMA 

Claims 17-18 have been rejected under 35 U.S.C. §103 as allegedly being unpatentable 
over Tajima et al. (Chemical Abstract DN 130:237567, also cited as WO 991 1255). This 
rejection is respectfully traversed. 

The rejection alleges that "it would have been obvious ... to prepare instant compounds 
by modifying or replacing butyl or pentyl group(s) of benzene by methyl . . . (Office 
Action, paragraph 37). 

In explaining the reasoning behind this allegedly obvious change the rejection utilized an 
improper "obvious to try" approach. The rejection stated that "it would have been 
obvious to . . . try out the use/utility as a pharmaceutical .... The motivation stems from 
the expectation of making compounds having equal or better pharmaceutical/biological" 
activity. (Office Action, paragraph 37) (underlining added). This "obvious to try" 
approach is an insufficient basis for an obviousness rejection. A general motivation to 
search for a compound having desirable properties does not render obvious the specific 
compound that is ultimately obtained. In re Deuel 51 F.3d 1552, 1558, 34 USPQ2d 1210, 

(Fed. Cir. 1995) ("A general motivation to search for some gene that exists does not 

necessarily make obvious a specifically-defined gene that is subsequently obtained as a 
result of that search.") 
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In view of the foregoing, applicants respectfully submit that the rejection over Tajima is 
improper and should be withdrawn. 

INVENTION IS NONOB VIOUS OVER SUZUKI 

Claims 1-8 have been rejected under 35 U.S.C. §103 as allegedly being unpatentable over 
Suzuki et al. (Chemical Abstract DN 1 16:214149, also cited as EP 470832). This 
rejection is respectfully traversed. 

The rejection acknowledged that "Suzuki differs from the instant compounds by having a 
phenyl group as substituent onto instant phenyl." (Office Action, paragraph 40). 

The rejection alleges that "it would have been obvious ... to prepare instant compounds 
by modifying or replacing phenyl of biphenyl group by hydrogen atom(s) onto -CH- [of] 
phenyl ring to make the unsubstituted phenyl as claimed herein . . (Office Action, 
paragraph 24). 

In explaining the reasoning behind this allegedly obvious change the rejection utilized an 
improper "obvious to try" approach. The rejection stated that "it would have been 
obvious to . . . try out the use/utility as a pharmaceutical .... The motivation stems from 
the expectation of making compounds having equal or better pharmaceutical/biological" 
activity. (Office Action, paragraph 41) (underlining added). This "obvious to try" 
approach is an insufficient basis for an obviousness rejection. A general motivation to 
search for a compound having desirable properties does not render obvious the specific 
compound that is ultimately obtained. In re Deuel 51 F.3d 1552, 1558, 34 USPQ2d 1210, 

(Fed. Cir. 1995) ("A general motivation to search for some gene that exists does not 

necessarily make obvious a specifically-defined gene that is subsequently obtained as a 
result of that search."). 
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Moreover, a skilled chemist would have recognized that the steric interactions resulting 
from the bulk of the biphenyl groups would not likely be replicated in less bulky 
substituents such as those in the claimed compounds. Therefore the person of ordinary 
skill in the art would not have had a reasonable expectation that such compounds would 
possess similar biological activity as the reference compounds. 

In view of the foregoing, applicants respectfully submit that the rejection over Suzuki is 
improper and should be withdrawn. 

INVENTION IS NONOBVIOUS OVER SHODA 

Claims 17-18 have been rejected under 35 U.S.C. §103 as allegedly being unpatentable 
over Shoda et al. (Chemical Abstract DN 130:281874, also cited as WO 99/19291). This 
rejection is respectfully traversed. 

The rejection acknowledged that "Shoda differs from the instant compounds by having a 
phenyl group as substituent onto instant phenyl." (Office Action, paragraph 44). 

The rejection alleges that "it would have been obvious to . . . hydrogenate the phenyl ring 
to cyclohexane or hydrogenate cyclopentene to cyclop[e]ntane .... (Office Action, 
paragraph 45). Even assuming, for the sake of argument, that it would have been obvious 
to change the phenyl substituent on the central phenyl ring to cyclohexane as asserted in 
the rejection, such changes would not yield the claimed compounds. The compound 
resulting from such allegedly obvious changes would have a cyclohexane substituent on 
the central phenyl ring, unlike the compounds of claims 17-18. Such allegedly obvious 
compounds do not read on the pending claims. Accordingly, the rejection is wrong in 
alleging that such changes are a way "to prepare instant compounds." (Office Action, 
paragraph 45). Moreover, contrary to the rejection the reference compounds do not have 
a cylopentene to hydrogenate to cyclopentane. The rejection has not presented any 
reasoning for finding the claimed invention obvious. 



26 



Appl.No. 10/685,183 

Amendment dated October 12, 2004 

The rejection also alleges that "it would have been obvious to . . . replac[e] phenyl of 
biphenyl group by hydrogen atom(s) onto CH [of] phenyl ring to make the unsubstituted 
phenyl .... (Office Action, paragraph 45). 

In explaining the reasoning behind this allegedly obvious change the rejection utilized an 
improper "obvious to try" approach. The rejection stated that "it would have been 
obvious to . . . try out the use/utility as a pharmaceutical .... The motivation stems from 
the expectation of making compounds having equal or better pharmaceutical/biological" 
activity. (Office Action, paragraph 45) (underlining added). This "obvious to try" 
approach is an insufficient basis for an obviousness rejection. A general motivation to 
search for a compound having desirable properties does not render obvious the specific 
compound that is ultimately obtained. In re Deuel 51 F.3d 1552, 1558, 34 USPQ2d 1210, 

(Fed. Cir. 1995) ("A general motivation to search for some gene that exists does not 

necessarily make obvious a specifically-defined gene that is subsequently obtained as a 
result of that search.") 

Moreover, a skilled chemist would have recognized that the steric interactions resulting 
from the bulk of the biphenyl groups would not likely be replicated with less bulky 
substituents such as those in the claimed compounds. Therefore the person of ordinary 
skill in the art would not have had a reasonable expectation that such compounds would 
possess similar biological activity as the reference compounds. 

In view of the foregoing, applicants respectfully submit that the rejection over Shoda is 
improper and should be withdrawn. 
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INVENTION IS NONOBVIQUS OVER YOUNG 

Claims 19-21 have been rejected under 35 U.S.C. §103 as allegedly being unpatentable 
over Young et al. (Chemical Abstract DN 132:22755, also cited as WO 99/62520). This 
rejection is respectfully traversed. 

The rejection acknowledged that "Young differs from the instant compounds by having 
one CH2 group less with NH-CO bridge with a phenyl group substituted by a modified 
alkyl for instant R9 group onto instant phenyl having a mono-oxobutyric acid." (Office 
Action, paragraph 48). 

The rejection alleges that "it would have been obvious ... to prepare instant compounds 
by modifying or replacing-CH2-phenyl by -CH3/alkyl or -Oalkyl. . . ." (Office Action, 
paragraph 48). 

In explaining the reasoning behind this allegedly obvious change the rejection utilized an 
improper "obvious to try" approach. The rejection stated that "it would have been 
obvious to . . . try out the use/utility as a pharmaceutical .... The motivation stems from 
the expectation of making compounds having equal or better pharmaceutical/biological" 
activity. (Office Action, paragraph 49) (underlining added). This "obvious to try" 
approach is an insufficient basis for an obviousness rejection. A general motivation to 
search for a compound having desirable properties does not render obvious the specific 
compound that is ultimately obtained. In re Deuel , 51 F.3d 1552, 1558, 34 USPQ2d 1210, 

(Fed. Cir. 1995) ("A general motivation to search for some gene that exists does not 

necessarily make obvious a specifically-defined gene that is subsequently obtained as a 
result of that search.") 

In addition to the foregoing, the compounds of claims 19-21 have a monooxobutyric acid 
group rather than a dioxobutyric acid group as in the reference compound. The rejection 
has pointed to no suggestion or motivation based in the prior art or the knowledge 
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available to those of ordinary skill in the art to substitute a monooxobutyric acid group 
for the dioxobutyric acid group taught by the reference, let alone to do so while 
simultaneously changing the substituents on the central phenyl ring. Accordingly, the 
compounds of claims 19-21 as a whole would not have been prima facie obvious over the 
reference compound. 

In view of the foregoing, applicants respectfully submit that the rejection over Young is 
improper and should be withdrawn. 

INVENTION IS NONOBVIOUS OVER EGBERTSON 

Claims 19-21 have been rejected under 35 U.S.C. §103 as allegedly being unpatentable 
over Egbertson et al (Chemical Abstract DN 122:315098, also cited as WO 94/12181). 
This rejection is respectfully traversed. 

The rejection stated that "Egbertson differs from the instant compounds by having one 
CH2 group more with NH-CO- phenyl group substituted by a -CO-NH-CH2- 
CH(modified NH2)-COOH instead of instant phenyl having a mono-oxobutyric acid ." 
(Office Action, paragraph 52). 

The rejection alleges that "it would have been obvious ... to prepare instant compounds 
by modifying or reducing-alkylene- bridge i.e. from C2 to CI and retain the mono- 
oxobutyric acid side chain. . . ." (Office Action, paragraph 53). The problem with this 
rejection is that the compounds taught by the prior art reference don't have a mono- 
oxobutyric acid side chain to retain, as the Office has explicitly acknowledged in 
Paragraph 23 of the Office Action. The teaching of such a side chain is to be found, not 
in the cited reference, but in the subject application. Of course, applicants' own 
disclosure cannot be cited as a reference against the subject application. 
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In explaining the reasoning behind this allegedly obvious change the rejection utilized an 
improper "obvious to try" approach. The rejection stated that "it would have been 
obvious to . . . try out the use/utility as a pharmaceutical .... The motivation stems from 
the expectation of making compounds having equal or better pharmaceutical/biological" 
activity. (Office Action, paragraph 53) (underlining added). This "obvious to try" 
approach is an insufficient basis for an obviousness rejection. A general motivation to 
search for a compound having desirable properties does not render obvious the specific 
compound that is ultimately obtained. In re Deuel , 51 F.3d 1552, 1558, 34 USPQ2d 1210, 

(Fed. Cir. 1995) ("A general motivation to search for some gene that exists does not 

necessarily make obvious a specifically-defined gene that is subsequently obtained as a 
result of that search.") 

In addition to the foregoing errors, the rejection minimizes the differences between 
claims 19-21 and the reference compound. The rejection stated that the reference 
compound "differs from the instant invention by having [a]. . . phenyl group substituted 
by a -CO-NH-CH2-CH(modified NH2)-COOH instead of instant phenyl having a mono- 
oxobutyric acid." (Office Action, paragraph 52). But that is not the only difference. In 
the compounds of claims 19-20 the variable "A" is optionally substituted phenyl or 
cycloalkyl rather than heterocycloalkyl as in the reference compounds. No reasoning 
based in the prior art or the knowledge available to those of ordinary skill in the art has 
been given to explain why it would have allegedly been obvious to substitute phenyl or 
cycloalkyl for heterocycloalkyl. 

In view of the foregoing, applicants respectfully submit that the rejection over Egbertson 
is improper and should be withdrawn. 

CONCLUSION 

Reconsideration of all objections and rejections is respectfully requested. 
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It is believed that no fee, other than the extension of time fee and the excess claims fee, is 
required in connection with the filing of this Amendment. If any fee is required, the 
Commissioner is hereby authorized to charge the amount of such fee to Deposit Account 
No. 50-1677. 



930 Clopper Road 
Gaithersburg, MD 20878 
Phone: (240) 631-2500 x3276 
Facsimile: (240) 683-3794 



Enclosure Formal drawings (2 sheets) 



Respectfully submitted, 




Reg. No. 38522 
Attorney for Applicant(s) 
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